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AppLNa. 09/758,036 

Reply to Office Action of 6 January 2005 

Amendments to the C3aims: 

This Usting of claims will replace aU prior versions, and Ustmgs, of claims in the 

application: 
Listing of Cfaiim; 

Qaim 1 (currenlly amended): A process for identifying inhibitors of a eukaryotic 
potassium channel, in whioh 

a) providing a mutated S cerevisiae cell is usod w hich does not express the three 
endogenous potassium channels TRKl, TRK2 and TOKl and which is not co rnplemen ted bv an 
expressed BOERGl : 

b) treating said mutant with a eukarvotic potassium channel aside from HERGl wherein 
said eukaryotic potassium diannel is expressed heterologonsly in this mutated SL cerevisiae cell; 
rV c) incubating the mutated & cerevisiae cell expressing the eukarvotic potassium channel 
io incubated t ogetfaar with a substance to be tested; and 

d) determining the effect of the substance to be tested on the eukaryotic potassium 
channel in dctcrra ifted, wherein a deo'ease in the transpcxi of potassium across the eukaryotic 
potassium channel indicates that the substance is an inhibitor of the eukaiyotic potassium 
channeL 

Claim 2 (previously presente<Q: The process as claimed in claim 1, wherein the genes 
TRKl, TRK2 and TOKl are switched off in the mutated 5L cerevisiae cell (Atckl, Atik2, Atokl), 

Claim 3 (previously pres^ited): The process as claimed in claim 1, wherein the 
eukaryotic potassium channel is a human potassium channeL 

Claim 4 (currently amended): The process w claimed in claim 1, wherein the eukaryotic 
potassium chaimel is HERGl, K vL5 or gpIRKL 

Clann 5 (previously presented): The process as claimed in claim 4, wherein the 
eukaiyotic potassium channel is mutated. 

Claun 6 (previously presented): The process as claimed in claim 2, wherein the 
efukaryotic potassium channel is present m a yeast expression plasmid. 

aafan 7 (pievioosly presented): The process as claimed in claim 2, wherein the mutated 
S. cerevisiae cell ejq>resses oonstitatively a growth reporter. 
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Claim 8 (previously presented): The process as claimed in claim 7, whereia the 
substance to be tested, which has an effect on the eufcaryotic potassium channel, inhibits the 

growth of tfae mutated S. cerevisiae cell- 
Claim 9 (previously presented): Ilie process as claimed in claim 7, wherein the effect of 

the substance to be tested on the eukaryotic potassmm channel is determmed by measuring the 
cell count of the mutated 5. cerevisiae cells. 

Claim 10 (previously presented): The process as claimed in claim 9, wherein the cell 
count is determined via the fluoresccace of luminescence of the constitutively expressed growth 

reporter. 

Claims 11-19 (canceled) 

Qaim 20 (currently amended): A process of identifying activators of a eukaryotic 
potassium channel^ in whicah 

a) providing a mutated S cerevisiae cell is uacd vdiich does not exiH^ss the three 
endog^us potassium channels TEIKI, TRK2 and TOKl and which is not complemented bv an 
expressed HERGl : 

b) reacting said mutant with a A -^eukarvotic potassium channel aside bom HhRGl 
wherein said eukaryotic potassium channel is expressed heterologously in this mutated S, 
cerevisiae cell; 

c) iTifiiiHariTi^ the mutxitod S , c^evisia^ ceU expressing the eukaryotic potassium channel 
ia inoubatod together with a substance to be tested; and 

d) determiniT ip; the effect of the substance to be tested on the eukaryotic potassium 
chanrtel m dotormified, wherein an increase in the transport of potassium across the eukaryodc 
potassium channel indicates that the substance is an activator of the eukaryotic potassium 
channel 

Oaim 21 (currently amended): A process of identifying activators of a eukaryotic 
potassium channel^-i i^whiab 

a) providing a mutated S, cerevisiae cell ia used which does not express the three 
endogenous potassium channels TRKl, TRK2 and TOKl and which is not complemented bv an 
expressed HERGl r 
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b) reacting said mutant with a A r-eukaryotic potassium channel aside from, HERGl 
whCTein said ^iVm-votic pota<«iiim channel is expressed heterologously in this mutated 5. 
cerevisiae cell; 

c) mcubatipg tlie imitated & cerevisiae ceU expressinp ^ ^ikarvotic ix^shim channel 
is moubttted together with a substance to be tested in the presence of an inhibitor of the 
eukaxyottc potassium channel; and 

d) determining the effect of the substance to be tested on the eukaiyotic potassium 
channel ia dctcrmiH ed wherein an increase in the tran^rt of potassium across the eukaryotic 
potassium channel indicates that the substance is an activator of the eukaryotic pota^um 
channel. 

Claims 22-24 (canceled) 

Claim 25 (previously presented): The process as claimed in claim 3» wherein &e 
eukaryotic potassium channel is a Kir2.1 or IRKl. 
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Amendments to the Claims; 

This listing of claims will replace aU prior versions, and listings, of claims in the 

application: 
Listing of Claims: 

aaim 1 (currently amended): A process for identifying inhibitors of a eukaryotic 
potassixrai channel, in which 

a) providing a mutated S. cerevisiae cell is used w hich does not express the three 
endogenous potassium channels TRKl, TRK2 and TOKl and which is not complemented by an 
expressed HERGl : 

b) treating said mutant with a eukaryotic potassium channel aside firom HERGl wherein 
said eukarvotic pota sigiuTn channel is expressed heterologously in this mutated S, cerevisiae cell; 

c) incubating the mutat e d -g. cerevisiae cell expressing the eukar\^otic nota ssium channel 
is incubat e d t ogether with a substance to be tested; and 

d) determining the effect of the substance to be tested on the eukaryotic potassium 
channel io dotonnifl ed^ wherein a decrease in the transport of potassium across the eukaryotic 
potassium channel indicates that the substance is an inhibitor of the eukaryotic potassium 
channel. 

Claim 2 (previously presented): The process as claimed in claim 1, wherein the genes 
TRK1,TRK2 and TOKl are switched off in the mutated 5. cerevc^iVz^cell (Atrkl, Atrk2, Atokl). 

Claim 3 (previously presented): The process as claimed in claim 1, wherein the 
eukaryotic potassium channel is a human potassium channeL 

Claim 4 {ciurently amended): The process as claimed in claim 1^ wherein the eukaryotic 
potassium channel is HERG - l - , -Kvl.5 or gpIRKl. 

Claim 5 (previously presented): The process as claimed in claim 4, wherein the 
eukaryotic potassium channel is mutated. 

Claim 6 (previously presented): The process as claimed in claim 2, wherein the 
eukaryotic potassiiun channel is present in a yeast expression plasmid. 

Claim 7 (previously presented): The process as claimed in claim 2, wherein the mutated 
5. cerevisiae cell expresses constitutively a growth reporter. 
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Claim 8 (previously presented): The process as claimed in claim 7, wherein the 
substance to be tested, which has an effect on the eukaryotic potassium channel, inhibits the 
growth of the mutated 5. cerevisiae cell. 

Qaim 9 (previously presented): The process as claimed in claim 7, wherein the effect of 
the substance to be tested on the eukaryotic potassium channel is determined by measuring the 
cell count of the mutated S. cerevisiae cells. 

Claim 10 (previously presented): The process as claimed in claim 9, wherein the cell 
count is determined via the fluorescence of luminescence of the constitutively expressed growth 
reporter. 

Claims 11-19 (canceled) 

Claim 20 (currently amended): A process of identifying activators of a eukaryotic 
potassium channel, in which 

a) providing a mutated S, cerevisiae cell is nsod which does not express the three 
endogenous potassium channels TRKl, TRK2 and TOKl and which is not complemented bv an 
expressed HERGl : 

b) reacting said mutant with a A r-eukarvotic potassium channel aside from HERGl 
wherein said eukaryotic potassium channel is expressed heterologously in this mutated 5, 
cerevisiae cell; 

c) incubating the mutated S . cerevisiae cell expressing die eukaryotic potassiimi charuiel 
is incubated together witfi a substance to be tested; and 

d) determining the effect of the substance to be tested on the eukaryotic potassium 
channel is determined , wherein an increase in the transport of potassium across the eukaryotic 
potassium channel indicates that the substance is an activator of the eukaryotic potassium 
channel. 

Claim 21 (currently amended): A process of identifying activators of a eukaryotic 
potassium channel, in which 

a) providing a mutated S. cerevisiae cell is used which does not express the three 
endogenous potassium channels TRKl, TRK2 and TOKl and which is not complemented bv an 
expressed HERO 1 : 
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b) reacting said mutant with a A ^eukaryotic potassium charmel aside from HERGl 
wherein said eukarvotic potassium channel is expressed heterologonsly in this mutated 5, 
cerevisiae cell; 

c) incubating the mutated 5. cerevisiae cell expressing th e eukarvotic potassium channel 
is inoubated together with a substance to be tested in the presence of an inhibitor of the 
eukaryotic potassium channel; and 

d) determining the effect of the substance to be tested on the eukaryotic potassium 
channel is dotcrmined wherem an increase in the ^ansport of potassium across the eukaryotic 
potassium channel indicates that the substance is an activator of the eukaryotic potassium 
channel. 

Claims 22-24 (canceled) 

Claim 25 (previously presented): The process as claimed in claim 3, wherein the 
eukaryotic potassium channel is aKir2.l or IRKl. 
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